entitled "Double Transgenic Animals as Models for 
Neurodegenerative Disease" which claims priority from 
Great Britain Patent Application No. 9915576.9 filed 
July 02, 1999 having the same title, both of which are 
incorporated by reference into this application in 
their entirety. -- 



Kindly delete the abstract and insert therefore the 
following paragraph: 

--The present invention relates to cell and animal 
models for a disease condition and in particular to an 
]£ animal model which can function as a model for 

O neurodegenerative diseases, such as Alzheimers . - - 
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Kindly 


cancel claim 45-48 
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Kindly 


amend the following claims: 
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(□ 4 . (Amended) A vector according to claim 1 wherein 

said sequence encoding human Tau is a cDNA sequence. 



6 . (Amended) A vector according to claim 1 wherein 
said sequence capable of directing expression of said 
human Tau protein is a mouse promoter. 



10. (Amended) A vector according to claim 1 further 
comprising two loxP sites flanking either of the 
sequences of step (a) and (b) . 

11. (Amended) A vector according to claim 1 further 
comprising a stop sequence capable of preventing 
expression of said human Tau protein and which 
sequence is flanked by two loxP sites capable of 

2 



undergoing reciprocal conservative DNA recombination 
in the presence of Cre recombinase with the resulting 
excision of said stop sequence. 



14 . (Amended) A vector according to claim 12 wherein 
said human protein is GSK-3p kinase. 

15. (Amended) A vector according to claim 12 wherein 
said nucleic acid sequence in step a) is a cDNA 
sequence . 

16. (Amended) A vector according to claim 12 wherein 
said sequence capable of directing expression of said 
protein capable of modulating human Tau protein is a 
mouse promoter. 

18. (Amended) A vector according to claim 12 further 
comprising two loxP sites flanking either of the 
sequences of step (a) and (b) . 

19. (Amended) A vector according to claim 12 further 
comprising a stop sequence capable of preventing 
expression of said protein capable of modulating human 
Tau protein, and which stop sequence is flanked by two 
loxP sites capable of undergoing reciprocal 
conservative DNA recombination in the presence of Cre 
recombinase with the resulting excision of the stop 
sequence . 



24. (Amended) A method of making a transgenic non- 
human animal comprising the steps of: 

(a) introducing into an embryo cell of said 
animal one or more of a nucleic acid vectors 
according to claim 1; 

(b) introducing the embryo from step (a) into a 
female animal ; 



(c) sustaining the female in step (b) until such 
time as the embryo has sufficiently 



developed and is borne from the female; and 
(d) sustaining the transgenic animal. 




26. (Amended) A method according to claim 25 

wherein both 



a vector comprising 

(a) a nucleic acid sequence encoding a human Tau 
protein; 

(b) a sequence capable of directing expression 
of said human Tau protein in the nervous 
system of a non-human animal; and 

(c) a targeting sequence which facilitates 
integration of said vector into the genome 
of said animal so as to prevent expression 
of equivalent Tau protein or a related or 
equivalent protein from said animal in 
favour of said human Tau protein 

and a vector comprising: 

(a) a nucleic acid sequence encoding a 
human protein capable of modulating human Tau 
protein; 

(b) a sequence capable of directing 
expression of said protein in the nervous 
system of said animal; and 



^^ocket No. JAB- 151 5 

(c) a targeting sequence capable of 
facilitating integration of said vector into 
the genome of said animal optionally at a 
position corresponding to a sequence in said 
animal encoding an equivalent of said human 
protein so as to prevent expression of said 
equivalent sequence in favour of said human 
protein capable of modulating human Tau 
protein 

are introduced into said stem cell. 

27. (Amended) A method according to claim 26 wherein 
said non-human animal is a mammal. 

29. (Amended) A method according to claim 24 , 
comprising the step of introducing a vector according 
to claim 1 into a first animal and a vector according 
to claim 12 into a second animal, crossing said first 
and second animals and selecting among the progeny 
those that express both said human Tau and said 
protein capable of modulating human Tau protein. 

32. (Amended) A method according to claim 30 wherein 
said transgenic non-human animal is a mammal. 

34. (Amended) A method according to claim 30 wherein 
said second nucleic acid vector comprises a sequence 
of nucleotides comprising a region of homology with a 
sequence encoding an equivalent Tau protein in said 
animal or with a region flanking or adjacent said 
sequence so as to facilitate integration of said 
vector into the genome of said animal by homologous 
recombination . 

35. (Amended) A method of generating a transgenic 
non-human animal which is a model for Alzheimers 
disease or related neurodegenerative disorders, 
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(c) a targeting sequence capable of 
facilitating integration of said vector into 
the genome of said animal optionally at a 
position corresponding to a sequence in said 
animal encoding an equivalent of said human 
protein so as to prevent expression of said 
equivalent sequence in favour of said human 
protein capable of modulating human Tau 
protein 

are introduced into said stem cell. 

27. (Amended) A method according to claim 26 wherein 
said non-human animal is a mammal. 

29. (Amended) A method according to claim 24 , 
comprising the step of introducing a vector according 
to claim 1 into a first animal and a vector according 
to claim 12 into a second animal, crossing said first 
and second animals and selecting among the progeny 
those that express both said human Tau and said 
protein capable of modulating human Tau protein. 

32. (Amended) A method according to claim 30 wherein 
said transgenic non-human animal is a mammal. 

34. (Amended) A method according to claim 30 wherein 
said second nucleic acid vector comprises a sequence 
of nucleotides comprising a region of homology with a 
sequence encoding an equivalent Tau protein in said 
animal or with a region flanking or adjacent said 
sequence so as to facilitate integration of said 
vector into the genome of said animal by homologous 
recombination . 

35. (Amended) A method of generating a transgenic 
non-human animal which is a model for Alzheimers 



disease or related neurodegenerative disorders, 
comprising the steps of crossing a first transgenic 
non-human animal comprising a vector according to 
claim 1 in its genome with a second transgenic non- 
human animal comprising a vector according to claim 12 
in its genome selecting among the progeny those that 
express both human Tau protein and said kinase. 

36. (Amended) A method according to claim 35 wherein 
said nucleic acid vector in said first transgenic 
animal comprises a vector according to claim 10. 

37. (Amended) A method according to claim 36 wherein 
said second transgenic animal comprises a vector 
according to claim 12. 

39. (Amended) A transgenic non-human animal 
obtainable according to the methods of claim 24. 

41. (Amended) A transgenic non-human animal according 
to claim 40 wherein said sequence in step (a) 
comprises a vector according to claim 1. 

42. (Amended) A transgenic non-human animal according 
to claim 40 wherein said sequence according to step 
(b) comprises a vector according to claim 12. 

43. (Amended) A method of identifying a compound 

which modulates human kinase mediated phosphorylation 

of human Tau protein which method comprises 

administering a test compound to a non-human animal 

according to claim 39 expressing both said human Tau 

protein and said human kinase and monitoring the 

phosphorylation profile of said Tau protein compared 

to one of said transgenic animals which has not been 

administered with the compound. 
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